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Dear t l a ro l  d and ISi ke: 

I have, a l b e i t  b e l a t e d l y ,  r e a d  you r  chapt.er ill l o o z e  and ~ ~ o u l d  l i k e  t o  
o f f e r  a few ( s e l f - s e r v i n g ? )  s u g g e s t i o n s  r e g a r d i v l g  FeSV t r a n s f o r m i n g  genes and 
p r o t e i n s :  

The f i r s t ,  r e p o r t  o f  gaq f u s i o n  p o l y p r o t e i n s  by F i s t e r  and coworke rs  (1977)  
was f o l l o w e d  c l o s e l y  by s i r i i l a r  o b s e r v a t i o n s  m d e  by John Stephenson (Pec 1977)  
and r y s p l f  {Feh 1.978) r e g a r d i n g  p h o s p h o r y l a t e d  FeSV p o l y p r o t e i n s .  I Proc. Nat.  
Acad. Sc i .  74:  5 6 W  and 75: I505J. R o t t i  o f  us used c a t  anti-FOCrIA s e r a  t o  
i d e n t i f y  t h e s e  prc'dtrcts and ( w r n n g l y j  conc l t l ded  t h a t  +he p o l y p r o t e i n s  themsel ves 
c o n t a i n e d  FOCf 'A a c t i v i t y .  Gonetheless,  vie c o r r e c t l y  i d e n t i f i e d  t h e  " s r c "  p r o t e i n  
o f  FeSV and descr ihpc '  b o t h  i t s  s i 7 e  and p h o s p h o r y l a t e d  n a t u r e .  I a l s o  shoved 
t h a t  t h e  f u s i o n  prot,eiv ?ppeared i n  pseudotype p a r t i c l f 5 ,  an o b s e r v a t i o n  w h i c h  
al lowpcl  b o t h  t l a r i ano  a n d  o u r s e l  V P S  t o  S i~hSPquent ly  r a i s e  a n t i s e r a  t o  v - t e s  
d p t e r n i  Rants. 

- 

Other d i t t i c u l t i e s  were t h a t  c r i t f e r e n t  s t r a i n s  o f  Fel;Vs c o n t a i n e d  a t  
l e a s t  t w  d i f f e r e n t  genes (shown f i r s t  by Franke l  e t  a l  i n  197Q), and t h a t  
b o t h  ST- and fl/\-FeS?' encoded d i f f e r e n t  y o - f e s  products. Poth  R a r b a c i d ' s  
l a b  ( a s  c i t e d  on  page 1063) and riy o k n  !not c i t e d :  K u s c e t t i ,  S.K., ru rek ,  L.P., 
and Sher r ,  C . J .  (19PO) 1-hree i r d e p e n d e n t  i s o l a t e s  o f  f e l i n e  sarcoma v i r u s  
code f o r  t h r e e  d i s t i n c t  ' jag-x p r o t e i n s .  J .  V i r o l .  35: 259-764.1 came t o  t h e  
sane c o n c l u s i o n s .  
p r o d u c t s  r i e n t i o n e d  o n  page  1065. 

Vote a l s o  t h a t  t h e s e  TMI papers  a l s o  d e s c r i b e  t h e  gag-fms - __ 

A f t e r  some d i s c u s s i o n  between us, Flar isno w r o t e  t o  you i n  an a t te rqp t  t o  
c l a r i f y  desc repanc ies  between r e s u l t s  i n  ou r  l a b s  a n d  i n  John Stephenson 's  
r e g a r d i n g  ST- and C P -  p o l y p r o t e i n s .  I s i m i l a r l y  d i s c i i s s e d  t h e s e  d a t a  w i t h  
John C o f f i n  t o  a v o i d  any p o s s i b l e  p rob lems r e g a r d i n g  p o l y p r o t e i n  ass ignments ,  
and, i n  a d d i t i o n ,  o f f e r e d  %he name "fms" -- ( i n s t e a d  o f  "r ias"! - t u  d e s i g n a t e  t h e  
SM-FeSV gene. 
and he  w r o t e  t o  you r e g a r d i n g  n o n e n c l a t i i r e  a t  t h a t  t. ir ie. 

Mariano and J t h e n  agreed t o  accep t  - f n s  i n  f u t u r e  p u b l i c a t i o n s ,  

The f i r s t  t r a n s f o r n a t i o n - d e f e c t i v e  Fe?V r i u t a n t s  w r e  a l s o  i s o l a t e d  i n  
my l a h o r a t o r y  i n  1980 b y  L u d v i k  Ponner:  LPonner e t .a l .  (1980)  T r a n s f o r m a t i o n -  
d e f e c t i v e  mu tan ts  o f  f e l i n e  sarcoria v i r u s  wh ich  exp ress  a p r o d u c t  n f  the 
v i r a l  -- s r c  gene. , I .  V i r o l .  35: 129-1WJ. 
pe r fo rmed  i n  c o l T a h o r a t i o n  w i t h  Mariano, t h e s e  were found  t o  encode p r o d u c t s  
l a c k i n ( ;  k i n a s e  a c t i v i t y .  I can  a s s u r e  you  t h a t  t h e  w r k  i n v o l v e d  i n  i s o l a t i n g  
and c h a r a c t e r i z i n g  t h e  r i u t a n t  qenomes was f a r  w r e  t a x i p i g  t h a n  t h e  subse- 
quen t  assay o f  t h e i r  p r o d u c t s  fo r  associated. t y r o s i n e  k i n a s e  a c t i v i t y .  

As i n d i c a t e d  hy  suhseqtient s t u d i e s  



Flariano t h e n  went on  t o  show t h a t  i m n u n o p r e c i p i t a t e s  c o n t . a i n i n g  
P18Ogag-fns -- and p l20 fms - c o n t a i n e d  a s s o c i a t e d  t y r o s i n e  k i n a s e  a c t i v i t y .  
r e v i e w e d  e a r l y  d r a f t s  o f  t h i s  m a n u s c r i p t  and c a u t i o n e d  h i n  ahou t  h i s  i n i t i a l  
i n t e r p r e t a t i o n  t h a t  v - f n s  - was i t s e l f  a k inase .  
m a n u s c r i p t  wh ich  was r e v i e w e d  and accep ted  hy JVI made t h e  c o n s e r v a t i v e  c l a i m  
t h a t  v - f n s  - p r o d u c t s  c o u l d  t.hemse1 ves be  phosphory la ted .  Sone o f  t h e  c o n t r o l  
s t u d i e s  wh ich  Plariano i n c l u d e d  were s u h n i t t e d  a s  a r e s u l t  o f  c o n t i n u e d  open 
d i s c u s s i o n s  between ou r  l a b o r a t o r i e s  wh ich  marked ou r  e a r l i e r  c o l  l a b o r a t i o n .  

1 

A suhsequent d r a f t  o f  t h e  

You a r e  p r o h a b l y  aware t h a t  we have c o n t i n u e d  t o  f i evo te  nuch o f  o u r  
t i m e  t o  s t u d i e s  o f  SFi-FeSV and i t s  v-fms - coded p r o d u c t s .  
t h a t  t h e  p o l y p r o t e i n  and i t . s  p rocessed d e r i v a t i v e s  a r e  g l y c o s y l  a t e d  (Sher r  
e t . a l .  , 1980, c i t e d  i n  another  c o n t e x t )  has been c o n f i r r i e d  and ex tended 
(Anderson e t  a l ,  JVI, 1982).  F r a n c i s  G a l i b e r t ' s  l a b  i s  a l s o  complet , ing t h e  
sequence o f  t h e  v - f n s  gene c l o n e d  h e r e  i n  1982 (I'ronner e t  a l  , J V I ) .  

The o b s e r v a t i o n  

~ 

From my own v i e w p o i n t ,  I f i n d  i t  d i s c o u r a g i n g  n o t  t o  be i d e n t i f i e d  w i t h  
c e r t a i n  o f  t h e s e  f i n d i n g s .  Your chap te r  r e p r e s e n t s  a s t a t e - o f - t h e - a r t  r e v i e w  
o n  t r a p s f o r m i n g  genes, and comes w i t h  t h e  i m p r i m a t u r  o f  t h e  U r S F  depar tment  
where many o r i g i n a l  f i n d i n g s  have been made. Fly own l a b o r a t o r y ,  c o n t r a r y  t o  
sone n o t i o n s ,  i s  q u i t e  s m a l l ,  and has o v e r  t h e  l a s t  s i x  y e a r s  i n c l u d e d  a 
l i n i t e d  number o f  j u n i o r  i n v e s t i g a t o r s  and o u t s i d e  c o l  l a b o r a t o r s  who d e s e r v e  
c r e d i t  f o r  t h e i r  o b s e r v a t i o n s .  

I have never w r i t t e n  SIKh a l e t t e r  h e f o r e ,  and o n l y  do so w i t h  some 
h e s i t a t i o n .  H o p e f u l l y ,  you  w i l l  f i n d  some m e r i t  t o  t h e s e  arguments. 

Very s i  ncer e l y  , 
' \  
-/ AAA L . L  

C h a r l e s  J. Sher r ,  !l.D., Ph.D. 


